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L3 ANSWER 1 OF 92 CAPLUS COPYRIGHT 2000 ACS 
AN 1998:801200 CAPLUS 
DN 130:151827 

TI MUCl is a novel marker for the type II pneumocyte lineage during lung 
carcinogenesis 

AU Jarrard, Julia A.; Linnoila, R. Ilona; Lee, HyeRan; Steinberg, Seth M. ; 

Witschi, Hanspeter; Szabo, Eva 
CS Cell and Cancer Biology Department, Medicine Branch, Division of Clinical 

Sciences, National Cancer Institute, Roclcville, MD, 20850, USA 
SO Cancer Res. (1998), 58(23), 5582-5589 

CODEN: CNREA8; ISSN: 0008-5472 
PB AACR Subscription Office 
DT Journal 
LA English 

AB Abnormalities in mucin-type glycoprotein expression have been documented 
in a variety of cancers, identifying these mols, as targets for immunol . 
based therapies and prognostic/diagnostic assays. The authors 
examd. the expression of the membrane-bound MUCl mucin in normal, histol. 
atypical, and neoplastic lung to det. its potential contribution to lung 
carcinogenesis. In vivo, intense MUCl immunoreactivity was present in 
normal type II pneumocytes as well as in a range of atypical lesions 
derived from type II cells and >60% of primary and metastatic non-small 
cell lung cancers. Expression was not assocd. with altered survival, 
although it was highly correlated with the adenocarcinoma histol. A 
carcinogenesis model using 4- (N-methyl-N-nitrosamino) -1- ( 3-pyridyl) -1- 
butanone-exposed hamsters revealed that MUCl mRNA increased prior to the 
histol. appearance of tumors. In vitro studies using MUCl expressing 
non-small cell lung cancer cell 

lines revealed that differentiation away from a type II cell 

lineage was assocd. with dramatic down-regulation of MUCl. The authors 

propose that MUCl is a powerful new marker for the type II pneumocyte 

cell 

lineage that allows us to follow the type II pneumocyte lineage during 

the 



process of lung carcinogenesis. 
RE.CNT 35 
RE 

(1) Abe, M; Cancer Res 1989, V49, P2834 CAPLUS 
(3) Agrawal, B; Nat Med 1998, V4, P43 CAPLUS 

(6) Chambers, J; J Cell Sci 1994, V107, P413 CAPLUS 

(7) Chen, L; J Clin Invest 1995, V96, P2775 CAPLUS 

(8) Dahiya, R; Biocheiti Mol Biol Int 1995, V35, P351 CAPLUS 
ALL CITATIONS AVAILABLE IN THE RE FORMAT 

L3 ANSWER 2 OF 92 MEDLINE DUPLICATE 1 

AN 1998338122 MEDLINE 
DN 98338122 

TI Molecular characterization of the human delta opioid receptor in lung 
cancer . 

AU Schreiber G; Campa M J; Prabhakar S; O'Briant K; Bepler G; Patz E F Jr 
CS Department of Radiology, Duke University Medical Center, Durham, North 

Carolina 27710, USA.. schreOO20mc.duke.edu 
SO ANTICANCER RESEARCH, {1998 May-Jun) 18 (3A) 1787-92. 

Journal code: 59L. ISSN: 0250-7005. 
CY Greece 

DT Journal; Article; (JOURNAL ARTICLE) 
LA English 

FS Priority Journals; Cancer Journals 
EM 199810 

AB A variety of neuropeptide receptors have been detected in human lung 

cancer. They are thought to play a role in autocrine/paracrine regulation 
of cell growth, and may be clinically useful as diagnostic, 
prognostic or therapeutic targets. The current study characterizes the 
molecular structure of the delta opioid receptor and its gene expression 
level in lung cancer cell lines 

relative to normal human lung using a sensitive RT-PCR approach. The 

goals 

of this investigation were a) to define the correlation between receptor 

binding and gene expression in lung cancer 

cell lines, and b) to determine the cDNA sequence 

integrity of this receptor in comparison to the receptor recently found 

in 

human brain. Five small cell lung cancer (SCLC) cell lines revealed 
size-matched RT-PCR products which strongly hybridized to the human brain 
delta opioid receptor probe. One of three non-small cell lung cancer 
(NSCLC) cell lines (NCI-H23) , known to be negative by binding analysis, 
demonstrated low level expression. No gene expression was found in normal 
human lung. RT-PCR products from two SCLC cell lines (SCLC-22H and 16HC) 
as well as the low level expressing NSCLC cell line (NCI-23) were 
subjected to bidirectional DNA sequence analysis and the receptor ends 
were resolved using a 3 '-end RACE and 5 ' -end gene-specific approach. The 
isolated cDNA sequences proved to be identical to the published human 
brain delta opioid receptor sequence. These data show that lung cancers 
with neuroendocrine features express human brain delta opioid receptors 

in 

contrast to normal lung, and that the delta opioid receptor mRNA in lung 
cancer is not mutated. This unique feature of lung cancer may be 
exploitable for diagnostic, prognostic, and therapeutic 
strategies. 

L3 ANSWER 3 OF 92 MEDLINE DUPLICATE 2 

AN 1998132666 MEDLINE 
DN 98132666 

TI Antisense inhibition of the PTI-1 oncogene reverses cancer phenotypes. 



AU Su Z; Goldstein N I; Fisher P B 

CS Departments of Pathology and Urology, Herbert Irving Comprehensive Cancer 
Center, Columbia University College of Physicians and Surgeons, New York, 
NY 10032, USA. 

NC CA35675 (NCI) 

SO PROCEEDINGS OF THE NATIONAL ACADEMY OF SCIENCES OF THE UNITED STATES OF 

AMERICA, (1998 Feb 17) 95 (4) 1764-9. 

Journal code: PV3 . ISSN: 0027-8424. 
CY United States 

DT Journal; Article; (JOURNAL ARTICLE) 
LA English 

FS Priority Journals; Cancer Journals 
EM 199805 

AB The genetic alterations and molecular events mediating human prostate 

cancer development and progression remain to be defined. Rapid expression 
cloning and differential RNA display detect a putative oncogene, prostate 
tumor-inducing gene 1 (PTI-l) , that is differentially expressed in human 
prostate (as well as breast, colon, and small cell lung) 
cancer cell lines, patient-derived prostate 

carcinomas, and blood from patients with metastatic prostate cancer. 

PTI-1 

consists of a unique 5' untranslated region (5' UTR) with significant 
sequence homology to Mycoplasma hyopneumoniae 23S ribosomal RNA 
juxtaposed 

to a sequence that encodes a truncated and mutated human elongation 
factor 

lalpha (Trun-EF) . Stable expression of a nearly full-length 1.9-kb PTI-1 
gene, but not the separate PTI-1 5' UTR or Trun-EF region, in normal rat 
embryo fibroblast cells, CREF-Trans 6, induces an aggressive tumorigenic 
phenotype in athymic nude mice. Blocking PTI-1 expression with antisense 
PTI-1 results in reversion of transformed PTI-l-expressing cells to a 

more 

normal cellular morphology with suppression in both anchorage-independent 
growth and tumorigenic potential in athymic nude mice. These findings 
document that PTI-1 is indeed an oncogene, and directly blocking PTI-1 
expression can nullify cancer phenotypes . In these contexts, PTI-1 not. 
only represents a gene with discriminating diagnostic properties 
but also may serve as a target for the gene-based therapy of human 
prostate and other cancers, 

L3 ANSWER 4 OF 92 MEDLINE - 
AN 1998239450 MEDLINE 
DN 98239450 

TI Predicting chemotherapeutic response to small-cell lung cancer of 
platinum 

compounds by thallium-201 single-photon emission computerized 
tomography . 

AU Tokuchi Y; Isobe H; Takekawa H; Hanada T; Ishida T; Ogura S; Itoh K; 

Furudate M; Saito K; Kawakami Y 
CS First Department of Medicine, School of Medicine, Hokkaido University, 

Nishi, Sapporo, Japan. 
SO BRITISH JOURNAL OF CANCER, (1998 Apr) 77 (8) 1363-8. 

Journal code: AV4 . ISSN: 0007-0920. 
CY SCOTLAND: United Kingdom 
DT Journal; Article; (JOURNAL ARTICLE) 
LA English 

FS Priority Journals; Cancer Journals 
EM 199807 • 
EW 19980705 

AB Thallium-201 single-photon emission computerized tomography (SPECT) was 



used to clarify the relationship between 201T1 uptake and the response in 
chemotherapy to platinum compounds in 21 patients with small-cell lung 
cancer. 201T1-SPECT scans were obtained twice: at 15 min (early scan) and 
120 min (delayed scan) after an intravenous injection of 111 MBq (3 mCi) 
of thallium-201 chloride. We obtained the uptake ratio from each scan and 
calculated the retention index : uptake ratio = region of interest 
uptake/contralateral normal lung uptake; retention index = (delayed ratio 
- early ratio) /early ratio. After 201Ti scintigraphy, 12 patients 
received 

chemotherapy consisting of platinum compounds and nine were treated with 
chemoradiation . Among patients receiving only chemotherapy, the retention 
index correlated with the responses to chemotherapy. In an in vitro 
study, 

ouabain, an inhibitor of the Na,K-ATPase pump, reduced sensitivity to 
cisplatin and inhibited intracellular thallium uptake in the small-cell 
lung cancer cell line. These studies 

suggest that 201T1-SPECT is a useful indicator of response to 
chemotherapy 

with platinum compounds in small-cell lung cancer, and that Na,K-ATPase 

is 

commonly involved in transporting both thallium and platinum compounds 
into cancer cells. 

L3 ANSWER 5 OF 92 MEDLINE 
AN 1998437166 MEDLINE 
DN 98437166 

TI Proliferation of human non-small-cell lung cancer 

cell lines: role of interleukin- 6 . 
AU Bihl M; Tamm M; Nauck M; Wieland H; Perruchoud A P; Roth M 
CS Division of Pneumology, Department of Internal Medicine and Research, 

University Hospital, Basel, Sv;itzerland , 
SO AMERICAN JOURNAL OF RESPIRATORY CELL AND MOLECULAR BIOLOGY, (1998 Oct) 19 

(4) 606-12. 

Journal code: AOB. ISSN: 1044-1549. 
CY United States 

DT Journal; Article; (JOURNAL ARTICLE) 

LA English 

FS Priority Journals 

EM 199901 

EW 19990104 

AB Interleukin-6 (IL-6) is involved in regulation of, the immune response, 
acute phase reaction, and cell proliferation. The aim of this study was 

to 

investigate whether IL-6 is implicated in cell proliferation of human 
non-small-cell lung cancer (NSCLC) cell lines. We analyzed IL-6 messenger 
RNA (mRNA) and protein expression in eight NSCLC cell lines: A549, Calu3, 
Calu6, H23, H522, H810, H1155, and H1299. The A549, Calu3, Calu6, and H23 
cell lines expressed IL-6 mRNA and protein. In these cell lines, fetal 
calf serum (FCS) significantly increased cell proliferation as assessed 

by 

thymidine incorporation. In the presence of IL-6 antisense 
oligonucleotides, both proliferation and IL-6 synthesis were 
downregulated. In contrast, IL-6 mRNA and protein could not be detected 

in 

the NSCLC cell lines H522, H810, H1155, and H1299. In these NSCLC cell 
lines, FCS only marginally increased cell proliferation and IL-6 
antisense 

oligonucleotides did not affect cell proliferation. The addition of 
neither exogenous IL-6 nor neutralizing anti-IL-6 antibodies affected 

cell 



proliferation in any of the experiments. Our data thus provide evidence 
that intracellular IL-6 is required in the control of cell proliferation 
in a subset of human NSCLC cell lines. We suggest the existence of two 
subtypes of NSCLC, an IL-6-dependent and an IL-6-independent type. 

L3 ANSWER 6 OF 92 BIOSIS COPYRIGHT 2000 BIOSIS DUPLICATE 3 

AN 1998:138216 BIOSIS 
DN PREV19980013B216 

TI Distribution profile of urinary human chorionic gonadotropin subunits: 

Assay development for lung and breast cancer. 
AU De Castro-Bernas, G. (1); Garcia, I. J. 

CS (1) Res. Cent. Natural Sciences, Espana, Manila 1008 Philippines 
SO Medical Science Research, (Jan., 1998) Vol. 26, No. 1, pp. 21-23. 

ISSN: 0269-8951. 
DT Article 
LA English 

AB The alpha and beta subunits of human chorionic gonadotropin (hCG) in 117 
urine samples from patients clinically diagnosed to have lung 
cancer, in 50 urine samples from breast cancer patients, and 70 urine 
samples from nonpregnant normal and pregnant subjects, were separated 
using ion-exchange chromatography. Determination of the autocrine hormone 
in the samples from non-small cell lung carcinoma cases revealed that 69% 
had significantly elevated alpha subunits (p < 0.05). Of the 19 small 

cell 

lung cancer cases screened, 2 6% showed elevated alpha peaks. Of the 50 
breast cancer cases, 64% had significantly elevated alpha peaks (p < 
0.05). In non-pregnant urine samples, 66% and 90% respectively showed 
elevated beta peaks. For comparison, we also investigated the 
distribution 

profile of hCG subunits in established lung cancer 

cell lines. There was a marked increase in alpha subunit 

in the spent medium (supernatant) from SL-6 (large cell carcinoma) . A 

moderate rise in the alpha subunit occurred in both A-549 (lung 

adenocarcinoma) and SLNI-52 ( tracheo-bronchial carcinoma) . Supernatant 

from primary culture of mammary cancer explant also showed an elevated 

alpha subunit. 

L3 ANSWER 7 OF 92 CAPLUS COPYRIGHT 2000 ACS 
AN 1997:341932 CAPLUS 
DN 126:315953 

TI Heterogeneous ribonucleoprotein and DNA thereof for use in early cancer 
detection 

IN Mulshine, James L.; Tockman, Helvyn S. 

PA United States Dept. of Health and Human Services, USA; John Hopkin's 

University 
SO PCT Int. Appl., 171 pp. 

CODEN: PIXXD2 
DT Patent 
LA English 
FAN.CNT 1 

PATENT NO. KIND DATE APPLICATION NO. DATE 
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PRAI US 1995-538711 19951002 

US 1996-725027 19961002 

WO 1996-US15825 19961002 

WO 1997-US17714 19971002 
AB The present invention is a purified and isolated epithelial protein, 

peptide and variants thereof whose increased presence in an epithelial 

cell is indicative of precancer. One epithelial protein which is an 

early 

detection marked for lung cancer was purified from two human lung 
cancer cell lines, NCI-H720 and NCI-H157. 

Using a six-step procedure, the epithelial protein was purified using a 
Western blot detection system under both non-reducing and reducing 
conditions. Purifn. steps included anion exchange chromatog,, 
preparative 

isoelec. focusing, polymer-based C18HPLC and analytic C4HPLC, After an 
approx. 25,000 fold purifn. the immunostaining protein was >90% pure as 
judged by Coomassie Blue staining after reducing sbs-PAGE. The primary 
epithelial protein shares sequence homol . with the heterogeneous nuclear 
ribonucieoprotein (hnRNP) A2 , A minor co-purifying epithelial protein 
shares sequence homol. with the splice variant hnRNP-Bl . Mol . anal, of 
primary normal bronchial epithelial cell cultures demonstrated " a low 

level 

the epithelial protein expression, consistent with immunohistochem. 
staining of clin. samples, and an increased level* of expression in most 
lung cancer cells. The epithelial protein is a marker of epithelial 
transformation in lung, breast, bone, ovary, prostate, kidney, melanoma 
and myeloma and may be causal in the process of carcinogenesis. Methods 
are provided for monitoring the expression of the epithelial protein, 
peptides and variants using mol. and immunol . techniques as a screen for 
precancer and cancer in mammals, A method of computerized 
diagnoses of cancer and precancer is provided which detects levels 
of hnRNP mRNA. 



L3 ANSWER 8 OF 92 CAPLUS COPYRIGHT 2000 ACS 
AN 1997:492171 CAPLUS 
DN 127:107995 

TI A humanized monoclonal antibody to a cell line derived from a human small 

cell lung carcinoma 
IN Bendig, Mary; Saldana, Jose; Jones, Tarran 
PA Merck Patent Gmbh, Germany 
SO Eur. Pat. Appl . , 91 pp. 

CODEN: EPXXDW 
DT Patent 
LA English 
FAN.CNT 2 



PATENT NO. 



KIND DATE 



APPLICATION NO. 



DATE 



PI 



SE 



EP 781847 Al 19970702 

R: AT, BE, CH, DE, DK, ES, FI, 



EP 1996-117154 19961025 
FR, GB, GR, IE, IT, LI, LU, NL, PT, 



PRAI EP 1995-117407 19951106 

AB A new humanized and reshaped monoclonal antibody derived from murine 
monoclonal antibody 15 (MAb 15) raised against the small cell lung 
cancer cell- line TKB-2 is described for 

diagnostic and therapeutic use. Genes for the light and heavy 
chains of this antibody are also described. 

L3 ANSWER 9 OF 92 BIOSIS COPYRIGHT 2000 BIOSIS 
AN 1997:233982 BIOSIS 
DN PREV199799533185 

TI Comparison of c-myc expression in normal human bronchial epithelial 
(NHBE) 

cells and lung cancer cell lines 

using quantitative fluorescence-based reverse transcriptase/polymerase 
chain reaction (RT/PCR. 

Fields, W. R. (1); Bombick, D. W.; Atkins, S. S.; Doolittle, D. J. 
(1) Integrated Toxicol. Program, Duke Univ., Durham, NC 27710 USA 
Proceedings of the American Association for Cancer Research Annual 
Meeting, (1997) Vol. 38, No. 0, pp. 564. 

Meeting Info. : Eighty-eighth Annual Meeting of the American Association 
for Cancer Research San Diego, California, USA April 12-16, 1997 
ISSN: 0197-016X. 
Conference; Abstract 
English 
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L3 ANSWER 10 OF 92 MEDLINE DUPLICATE 4 

AN 97287103 MEDLINE 
DN 97287103 

TI Granulocyte colony-stimulating factor and interleukin-6-producing 
lung cancer cell line, LCAM. 

Inoue M; Minami M; Fujii Y; Matsuda H; Shirakura R; Kido T 
Division of Organ Transplantation, Osaka University Medical School, 



64 (4) 347-50. 



CY 
DT 
LA 
FS 
EM 
EW 
AB 



(JOURNAL ARTICLE) 



Cancer Journals 



AU 
CS 

Japan . 

SO JOURNAL OF SURGICAL ONCOLOGY, (1997 Apr) 
Journal code: K79. ISSN: 0022-4790. 
United States 
Journal; Article; 
English 

Priority Journals; 
199707 
19970704 

BACKGROUND AND OBJECTIVES : We describe a case of granulocyte 
colony-stimulating factor (GCSF) and interleukin-*6 { IL-6) -producing lung 
cancer. METHODS: A 53-year-old man underwent left upper lobectomy under 
diagnosis of lung cancer. The tumor obtained by a preoperative 
biopsy was analyzed. RESULTS: Preoperative data showed leukocytosis with 
left-shift of leukocytic morphology and thrombocytosis and an elevated 
serum GCSF level. Histological examination revealed poorly differentiated 
adenocarcinoma. A cell line, named LCAM, was established from the tumor 
and the cytokines in the culture medium were measured by enzyme 
immunoassay. GCSF and IL-6 were produced in large amounts by LCAM, but 
granulocyte-macrophage colony-stimulating factor (GMCSF) and 
interleukin-3 

(IL-3) were not. A proportion of LCAM expressed GCSF receptor on the cell 
surface, but IL-6 receptor could not be detected. LCAM proliferation was 



inhibited in the culture with antihuman GCSF antibody in a dose-dependent 
manner. CONCLUSIONS: We suggest that LCAM proliferation is positively 
regulated by GCSF. 
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L8 ANSWER 1 OF 141 CAPLUS COPYRIGHT 2000 ACS 
AN 1998:709189 CAPLUS 
DN 129:327727 

TI Mammalian ubiquitin isopeptidases that control cell proliferation and 

their cDNAs and diagnosis and treatment of cancer 
IN Naviglio, Silvio; Soncini, Chiara; Capra, Maria; Goubin, Francoise; 

Matoskova, Bronia; Di Fiore, Pier Paolo; Draetta, Giulio Francesco; 

Bosari, Silvano 
PA Istituto Europeo Di Oncologia S.r.l., Italy 
SO PCT Int. Appl., 75 pp. 

CODEN: PIXXD2 
DT Patent 
LA English 
FAN.CNT 1 

PATENT NO. KIND DATE APPLICATION NO. DATE 
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AU 9870779 Al 19981113 AU 1998-70779 19980410 

PRAI IT 1997-MI905 19970418 
WO 1998-IT84 19980410 

AB The present invention relates to ubiquitin isopeptidases (UBPs), to the 

polynucleotides encoding them, to methods for detecting such proteins and 
regulating their cellular activities. Three human UBP cDNAs were cloned 
and sequenced. The deubiquitinating activity of one of the UBPs was 
demonstrated using, as substrate, cell exts . from cells treated with 
proteasome inhibitors. This UBP was found to play a crit. role in cell 
proliferation: cells microin j ected with antisense constructs failed to 
enter S phase. Levels of this UBP were downregulated in 

contact- inhibited 

cells while in non-contact-inhibited osteosarcoma cells no downregulation 
was obsd. In human breast cancer cell 

line MCF7, the UBP levels were significantly higher than in normal 
tissue . 
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AB A mucin variant (MUC-Bl) that can be used as a marker for breast and 

ovarian cancers and epithelial cancers in general is described. A cDNA 
encoding the protein is also described. As a mar'ker, it shows greater 
specificity than . previously known mucin markers. Antibodies are prepd. 
for immunochem. detection of the protein. The marker was first 

identified 

as the antigen recognized by a monoclonal antibody specific to a 
breast cancer cell line. The MUC-Bl 

variant was absent from normal breast epithelium but was found in 60% of 
breast cancer tissue samples. A cDNA was cloned by screening cDNA 
expression libraries with the antibody. 
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AB The present invention relates to a novel gene, Dil2, that is 

differentially expressed as a 1.35 kb RNA in breast cancer tissues and 
cell lines, and in several normal tissues. The full length cDNA encodes 

a 

protein of 339 amino acids. Antibodies to the gene product were 
developed 

to investigate the expression of Dil2 in breast cancer 
cell-lines and tumors. The Dil2 protein was found in 
tissue sections of infiltrating ductal carcinomas (IDCs), but not in 
benign or normal breast specimens. Dil2 was also present in IDC-breast 
cancer patient sera, and its expression level increased markedly if IDC 
was accompanied by lymph node or distal metastases. As IDC constitutes 
.apprx.70 % of breast cancers seen clin., the level of Dil2 expression is 
useful for diseases diagnosis predicting disease progression and 
monitoring a therapeutic treatment. 
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Apoptosis induction and potent antiestrogen receptor-negative breast 
cancer activity in vivo by a retinoid antagonist. 
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Article 
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Close to 180,000 women will be diagnosed with breast cancer this 
year in the United States and more than 43, 000 will die from this 
disease . 

Antiestrogens have shown . promise, but they can only be effective against 
estrogen-dependent stages of the disease. We identify here a retinoid 
antagonist, MX781, that is effective against estrogen receptor-positive 
and -negative breast cancer cells. Although classical retinoids show 
limited efficacy and significant side effects, this novel compound kills 
breast cancer cells by inducing apoptosis and is effective against 
estrogen receptor-negative human breast cancer tumors in vivo. 
Remarkably, 

MX781 is well tolerated and does not seem, to have significant toxicity. 
This novel retinoid antagonist, therefore, represents a promising new 
candidate for the treatment of breast cancer. 
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AB PURPOSE: This study was performed to evaluate the potential of specific 

mRNA markers to detect microraetastases by reverse-transcriptase 
polymerase 

chain reaction (RT-PCR) and Sc^uthern blot analysis of sentinel lymph 

nodes 

(SNs) and blood from patients with breast cancer. PATIENTS AND METHODS: 

We 

assessed the specificity of carcinoembryonic antigen (CEA) , 
cytokeratin-19 

(CK-19) , CK-20, gastrointestinal tumor-associated antigen-733 . 2 
(GA733.2) , 

and mucin-1 (MUC-l) in the blood of healthy donors (n = 13) and lymph 
nodes from patients without cancer (n = 3) by RT-PCR assay. The 
sensitivity of the RT-PCR assay for the target mRNA markers was assessed 
in breast cancer cell lines (n = 

4), primary breast tumors {n = 8), and the frozen sections of SNs (n = 

22) 

from 22 patients with American Joint Committee on Cancer (AJCC) stages I 
to IIIA breast cancer. RESULTS: CK-20 was the only mRNA marker not 
detected in lymph nodes or blood from patients without cancer. Both the 
blood and lymph nodes from patients without cancer expressed CEA, CK-19, 
GA733.2, and MUC-l mRNA. All four breast cancer 
cell lines and six of eight primary breast tumors 

expressed all five mRNA markers. Expression of mRNA by the RT-PCR assay 

in 

the frozen-section SNs (n = 12) without metastases by conventional 
histopathology ranged from S% (CK-20) to 92% (GA733.2). Detection of 
RT-PCR cDNA products in frozen-section SNs was increased with Southern 
blot analysis compared with ethidium bromide gel electrophoresis (EtBr) 
for all mRNA markers except CK-19. CONCLUSION: CEA, CK-19, GA733.2, and 
MUC-l show no diagnostic value as mRNA markers for the detection 
of micrometastases by the RT-PCR assay because they are expressed in the 
blood and lymph nodes of patients without cancer. Further studies are 
needed to assess the sensitivity of CK-20 to detect micrometastases by 

the 

RT-PCR assay in the blood and frozen-section SNs of patients with breast 
cancer, 
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only 33% of male SCID mice with very limited metastases. A strong 
correlation (r = 0.997) was observed between tumor burden and the 
presence 

of soluble (serum) interleukin-2 receptor, a marker associated with a 
subset of human breast tumors. All together, these data indicate the 
usefulness of SCID/human breast tumor xenografts for measuring tumor 
progression and evaluating novel' therapeutic approaches to breast cancer. 
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AB Several reverse transcriptase polymerase chain reaction (RT-PCR) assays 
have been described for the detection of circulating tumour cells in 

blood 

and bone marrow. Target mRNA sequences for this purpose are the 
cytokeratins (CK) 19 and 20, the carcinoembryonic antigen (CEA) , and the 
prostate-specific antigen messages. In this study, we investigated 
biological factors influencing the specificity of the CK19 and CEA RT-PCR 
assays. Bone marrow, granulocyte colony-stimulating factor 
(G-CSF) -mobilized blood stem cells and peripheral blood samples obtained 
from healthy volunteers (n = 15; CEA n = 7), from patients with 
epithelial 

(n = 29) and haematological (n = 23) cancer and from patients with 
chronic 

inflammatory diseases {n - 16) were examined. Neither CEA nor cytokeratin 
19 messages could be amplified from bone marrow samples from healthy 
subjects and from patients with haematological malignancies. In contrast, 
specimens from patients with inflammatory diseases scored positive up to 
60%. To investigate the influence of inflammation on target mRNA 
expression, haemopoietic cells were cultured with and without cytokine 
stimulation in vitro, CK19 messages could be easily detected in cultured 
marrow cells without further stimulation, CEA messages only after 
gamma-interf eron (rINF) stimulation. In contrast, G-CSF-mobilized 
peripheral blood stem cells were positive for CK19 messages only after 
stem cell factor (SCF) or interleukin stimulation. We conclude that 
transcription of so-called tissue-specific genes is inducible in 
haemopoietic tissues under certain conditions. These factors have to be 
considered in future applications of RT-PCR for the detection of minimal 
residual disease. 
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neurotensin; the neurotensin; the neuotensin-mediated response was block 
by the NTR antagonist SR48692. Both p421^PK and p44MAPK were stimulated 

by 

neurotensin apprx3 to 6 minutes after treatment. Increased levels of 

c-Fos 

were demonstrated, with peak levels occurring 2 hours after addition of 
neurotensin. Conclusiqns . Our results demonstrate that neurotensin binds 
to its endogenous NTR in KM20 ceils with stimulation of the Ca2+- and 
MAPK- signaling pathways and an increase in the levels of the AP-1 protein 
c-Fos. Delineating the signal transduction mechanisms regulating the 
cellular effects of neurotensin will provide important insights into the 
molecular pathways responsible for gut hormone-mediated proliferation. 
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AB The secondary bile acid deoxycholic acid is believed to be a promoter of 
large bowel cancer, in part by inducing colonic epithelial proliferation. 
The effects of deoxycholic acid on [ 3H] thymidine incorporation by the 
human colon cancer cell line HT2 9 

and two differentiated subclones were measured and compared. The subclone 
HT29-C1 has features of mature absorptive cells and HT29-N2 cells secrete 
mucus under cholinergic control. The three cell lines were treated with 
deoxycholic acid (DCA) at concentrations of 0, 5, 10, 50, 100, 150, and 
300 microM for 3, 6, 9, 15, 24, and 48 hr. A significant increase in 
proliferation was noted in HT29 cells only at 6 hr with 5 and 10 microM 
deoxycholic acid. Neither the subclone HT29-C1, nor HT29-N2 cells 
exhibited significant change in [ 3H] thymidine incorporation with DCA at 
these concentrations or time points. Higher doses of deoxycholic acid 
above 50 microM and duration of exposure greater than 24 hr were 
cytotoxic 

to all three cell lines. The proliferative effects of DCA in HT29 cells 
were not paralleled by changes in protein kinase C activity or protein 
kinase C isoform expression. Quantitative and qualitative differences in 
PKC isoform expression were not noted in the three cell lines used in 

this 

study. The proliferative effects of DCA on HT29 cells appear to be 
independent of the PKC signal transduction pathway. 

Lll ANSWER 6 OF 54 MEDLINE. ^ DUPLICATE 1 

AN 1998021373 MEDLINE 
DN 98021373 

TI Expression of alphal-6 fucosyl transferase in rat tissues and human cancer 
cell lines. 
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CS Department of Biochemistry, Osaka University Medical School, Suita, 

Japan . 
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transducing the humn placental ™™OI>S: atl.t 



time periods: 10 minutes, 24 hours, 48 hours, and. 72 hours following cell 
injection. The livers and spleens were removed for histochemical 
staining . 

By counting the numbers or specific dark reddish spots of CT26/DAP cells, 
we could estimate the nuniber of tumor cells on the hepatic surface. 
RESULTS: At the very beginning following tumor cell injection, we found a 
significantly greater nun\ber of tumor cells on the hepatic surface in 

mice 

with gas insufflation (6354 +/- 1072 vs. 2133 +/- 223, respectively; P = 
0.012). But the difference of these two groups became smaller and smaller 
as time went by. The number of tumor cells on the hepatic surface would 
reach the lowest level at postoperative 48 hours, and the tumor foci then 
began to grow both in size and number. The above patterns of dynamic 
change in tumor cell distribution were similar in mice both with and 
without gas insufflation. Average survival was slightly shorter in mice 
with gas insufflation, but the difference was not statistically 
significant. CONCLUSION: Pneumoperitoneum caused by gas insufflation may 
increase tumor cell spread froifi the portal system to the liver at the 

very 

beginning stage; however, uhere was no significant difference in 
long-term 

survival between mice with and without gas insufflation in this murine 
animal model . 
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TI Preparation of antibodies against hMSH2 and hMLHl and its cellular 
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CODEN: T0I2AG; ISSN: 0040-8670 
PB Toho Daigaku Igakkai 
DT Journal 
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AB Proteins responsible for DiJA mismatch repair (MMR) system are assocd. 
with 

post-replication mismatch repair and transcription-coupled repair (TCR) . 
To study expression of MI-lR genes at the protein level, the authors prepd. 
the antibodies against genetically engineered hMSH2 and hMLHl proteins. 
The expression plasmids, pMS56 which encodes codons 603-900 of the hMSH2 
gene and pML56 which encodes codons 521-752 of the hMLHl gene were 
constructed and induced to express the proteins. Recombinant hMSH2 
(rhMSH2) and hMLHl (rhMLyil; proteins were purified and used for 
immunization. By immunobLot anal., anti-hMSH2 monoclonal antibodies SFA3 
and SAD4 recognized 100 kDa protein in the hMSH2-prof icient colon 
cancer cell lines SW-620 and HCT 116, The 

anti-hMLHl monoclonal antibody LEC12 recognized 80 kDa protein in the 
hMLHl-proficient cell lii es SV/-620 and LoVo . Nucleus of all SW-620 
cells, 

esp. mitotic cells, were :::tained with these antibodies. These results 
indicate that both hMSH2 ^nd hMLHl proteins may be present at any phase 

of 

the cell cycle and localized in the cellular nucleus. These results 
support that MMR gene products assoc. not only with post-replication 
mismatch repair, which is expected to occur in the "S phase of the cell 
cycle, but also with TCR, which may be independent of the cell cycle. 
These antibodies may be useful for detection of MMR gene products in 

clin . 
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specimens and helpful for reaching a diagnosis of certain 
cancers . 
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fi^nn"^^"^ ^""^ monoclonal anti^ human MMP7 antibodies and sandwich 
ITlToT"/ the antibodies for quantification of human mPl , These 

^^_^antibodies are specific for N-cerminal amino acid sequence of human 

Sr^!^MrT'"''.i''r'^""^^ of human MMP-7, intermediate of human MMP-7 
or active human MMP-7. The monoclonal antibodies are esp. useful Tor 
dxagnosis of colorectal cancer, prostate cancer, or other cancers 
in example, pro-MMP-7 derived from human colon ;ancer 
cell line CaR-1 was purified, iDolypeptides of the 

pro-MMP-7 were prepd. and used to raise monoclonal antibodies these 
antibodies were modified and used for imunostaining diagnosi; 
of stomach cancer or quantitation of human MMP-7 in blooHerum 
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